question as to whether humans are the primary source or reservoir of HEV.
In contrast to other hepatitis viruses, experimental models of infection in animals other than nonhuman primates have been established. Experimental infections have been established in pigs, sheep, and laboratory rats [13, 14] . The recent identification of antibody to HEV in pigs, sheep, and cattle [15] and the isolation and characterization of an HEV from domestic pigs that is similar to human HEV [16, 17] suggest that animal reservoirs may exist for this virus.
To investigate whether rodents might be a natural reservoir of HEV or HEV-like viruses, we determined the prevalence of HEV infection, as measured by anti-HEV, among a variety of rodent species captured throughout the United States. Protocols for blood collection followed those of Mills et al. [18] , and samples were stored at -70oC until tested.
Materials and Methods

Rodent populations. Rodents belonging to 26 species in
Detection oflgG anti-HE V. Serum samples were tested for anti-HEV by use of 2 EIAs, each of which used a different recombinantexpressed HEV antigen. Each serum specimen {n = 806) was tested by EI A that used a mosaic protein (MPr) composed of recombinant JID 2000; 181 (February) [19, 20] . Those specimens with adequate volume {n = 612) were also tested for anti-HEV by an EIA for which the antigen was a recombinant 55-kDa ORF 2 protein expressed by baculovirus in insect cells (55KAg) [21] .
Both EIAs were modified from those described elsewhere [20, 21] in that horseradish peroxidase-conjugated rabbit anti-rat IgG (Boehringer Mannheim, Indianapolis), diluted 1 : 1000, was used to detect anti-HEV, and serum specimens were diluted to 1 : 50 in PBS, pH 7.4, supplemented with 1007o normal goat serum, Wo bovine serum albumin, and 0.010Zo Tween 20.
Cutoff values to define an initially reactive specimen were derived from the frequency distribution of optical density (OD) values obtained from 61 randomly selected Norway rats. The OD cutoff for the MPr assay was 0.110, which approximated the mean value (0.01) of the negative specimens 4-3.2 SD units (SD = 0.028). The cutoff for the 55KAg assay was 0.166, which approximated the mean value (0.025) of the negative specimens +3.2 SD units (SD = 0.044).
Serum specimens {n = 5) from rats negative for anti-HEV in both EIAs were pooled and used as a standard negative control. A standard positive control was produced from pooled serum specimens of guinea pigs {n ^ 2) immunized with affinity-purified MPr antigen [19] . When each assay was performed, the OD value of the standard positive control at a 1 : 50 dilution had to be ^0. 5 For animals in all genera tested by both assays, the concordance for both positive and negative test results was 88.90Zo 
